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SUMMARY
A mechanism is proposed which explains the perpetuation of B-cell immunological memory
indefinitely without requiring the presence of long-living memory cells or persisting antigen. The
salient feature of this model is that immunological memory can be perpetuated indefinitely through
the mutual interaction of idiotypic and anti-idiotypic B cells. These cells mutually stimulate and
clonally expand with either specific or bystander T-cell help. Because B cells can present antigen,
they present ‘apparently foreign’ idiopeptides to T cells. The idiopeptides of de novo synthesized
antibody is presented to CD8+ T cells that recognize the idiopeptide-presenting cell as targets and
regulate their population. The recycling of immunoglobulins from surface to endosomal
compartment of B cells leads to the presentation of idiopeptides by major histocompatibility
complex (MHC) class II to CD4+ T cells. Even if the majority of the clonally expanded cells die
because of lack of stimulation, cytotoxic T lymphocyte (CTL) lysis or for other reasons, the
surviving cells will be able to carry forward the memory. This mechanism also provides a means for
affinity maturation through idiotypic selection of somatically mutated high affinity cells or those
from the nai¨ve pool. We have termed these two types of complementary B cells as Burnet B cells:
those which recognize the antigen or antigen mimic, and Jerne B cells, which can recognize the
idiotypes of antibody and carry antigen mimics. The proposed hypothesis can explain differential
duration of memory for different antigens, the shelf space paradox, affinity maturation, repertoire
shift, etc.
INTRODUCTION
Immunological memory is an intrinsic property of the immune
system. The mechanism governing the generation and perpe-
tuation of immunological memory has been the subject of
many investigations and yet has not brought out any clear-cut
and definite mechanism for its perpetuation. Four possible
mechanisms, not mutually exclusive, have been proposed to
account for immunological memory recently reviewed by
Zinkernagel et al.1 (1) Memory is the result of increased
numbers of specific resting B and T cells maintained in an
antigen-independent fashion.2 (2) Memory represents a special
quality of specific lymphocytes, which have a lifespan
considerably longer than virgin cells as well as the effector
cells in the population.3 (3) Memory represents elevated
frequencies of activated, specific lymphocytes; the elevated
frequencies being maintained by the triggering of recurrent
infections involving persisting or cross-reactive antigens,
resulting in an equilibrated level of induction of specific
effector cells. (4) Memory reflects ‘regulatory’ influences
exerted by immune networks. The widely accepted mechanism
that immunological memory is perpetuated by long-living
memory cells has come under severe scrutiny. It fails to explain
many phenomena associated with immunological memory and
raises additional questions. Some of the questions are as
follows. (1) If memory cells are continuously stored, it leads to
a corresponding continuous decrease in the shelf space, which
finally limits new cells from being accommodated. A natural
consequence of this would be a reduction in the ability to
acquire immunological memory for new antigens in ageing
individuals. (2) The B memory cells against different antigens
are otherwise very similar except for the specific membrane-
bound antibody they carry on their cell surface, which only
differ in their idiotypic determinants. Therefore, the life span of
these memory cells for different antigens are likely to be very
similar. Thus, the duration of memory is expected to be similar
for all antigens, since the memory would have to be maintained
through very similar or almost identical memory cells (except
for the differences in the idiotypic determinant). However, the
duration of immunological memory is different for different
antigens.4 (3) The affinity maturation is not necessarily
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explained by the mere presence of somatic mutations in the
memory cells unless it is accompanied by selective proliferation
of high affinity cells. The somatic mutation is expected to
broaden the affinity, as mutation is not directional. In practice,
because of somatic mutation, a given memory cell has less
chance of increasing the affinity (with favourable mutation) but
more chance to accumulate unfavourable mutations. In a
population of memory cells, mutation being random, the
affinity would shift in either direction, but more towards
lower affinity. Affinity maturation would occur only if the high
affinity memory cells were being selected with concomitant
cell proliferation and/or death of lower affinity cells.5
This concomitant selection mechanism is not built-in in the
long-living memory cell model and there is no mechanism
for the selective elimination of low affinity memory cells.
The persistence of antigen is invoked to explain the selective
proliferation of memory cells. (4) Existing theories of immune
memory fail to explain cytotoxic T lymphocyte (CTL) memory
for exogenous antigens including protein antigens except under
very special situations leading to the presentation of exogenous
antigens by major histocompatibility complex (MHC) class I6
or CD1 molecules.7
A theoretical, all comprehensive, ‘peptidic self’ model has
been proposed for the working of the immune system, in which
immunological memory forms a subset.8 According to this
model, ‘cross-talk’ between various types of cells involved in
the immune system governs primary, secondary, autoimmune
as well as memory responses. However, experimental proof for
many of the assumptions in this hypothesis is not available yet.
UytdeHaag et al.9 have proposed an interesting model for
maintenance of immunological memory through anti-idiotypic
antibody V region of CD5+ B cells serving as surrogate
antigen. Even though anti-idiotypic CD5+ B cells may
stimulate the antigen-specific memory B cells leading to their
clonal expansion, the mechanism by which these cells can keep
long-lived resting cells alive is not clear. Recently, Maruyama
et al.10 using a genetic switch mediated by Cre recombinase
have shown that there is no requirement for persisting antigen
for the memory cells and argue that the memory B cells are long
living. This experiment however, does not rule out the
possibility of idiotypic–anti-idiotypic interactions in genetically
switched mice.
We propose a mechanism to explain the generation,
maintenance and the regulation of immunological memory,
which does not require the presence of long-living memory cells
or persisting antigen. The hypothesis combines the essential
features of Burnet’s clonal selection theory11 and Jerne’s
network hypothesis.12 It provides a framework for generation
and maintenance of immunological memory, which is self
perpetuating, autoregulating and terminable. The salient
features of the hypothesis are described below.
BURNET AND JERNE CELLS
The antigen provides the initial trigger for generation of
antigen-specific clones through clonal selection and initiation
of immunological memory. After the antigen has been
eliminated from the system, the antigen-specific B cells select
from the naive pool, those complementary lymphocytes with
anti-idiotypic specificity, which recognize the idiotypic deter-
minant on these B cells. For clarity, we would like to refer to
the antigen recognizing cells and their clonal derivatives as
Burnet B cells. The Burnet B cells select from nai¨ve pool
complementary B cells that can react with the idiotypes of
Burnet cells. We refer to these second set of complementary B
cells as Jerne cells. These cells are pictorially depicted in Fig. 1.
The Burnet B cells, which can be triggered by the antigen,
can in turn trigger Jerne B cells whose idiotopes are the antigen
mimics. Thus, when Burnet B cells and Jerne B cells interact,
clonal expansion of these complementary cells takes place. It
may be noted that the clonally derived cells from both Jerne
and Burnet B cells would also mutually interact through
complementary idiotypic and anti-idiotypic determinants. The
activation of B cells through the cell surface idiotype–
anti-idiotype interaction results in clonal expansion and recruit-
ment of additional B cells with higher affinity. Thus, B-cell
memory is a function propagated by the interaction of a series
of complementary B cells belonging to Burnet and Jerne series,
where B, Bkk, Bkkkk, etc. are Burnet cells and Bk, Bkkk, etc. are Jerne
cells. These cells with the ability to mutually interact may
occupy the same anatomical location, because once one of the
cells is anchored to a substratum, the complementary cells are
also captured when they are encountered. It is assumed that
germinal centre cells may contain both Burnet and Jerne cells.
After the disappearance of the antigen, the idiotopes of the
surface-bound antibodies of Jerne B cells function as surrogate
antigens perhaps along with idiopeptides present on antibodies
secreted by Jerne B cells. The selection mechanisms for memory
cells proposed so far have been the continuous presentation of
antigen by follicular dendritic cells (FDC)13 and stimulation
with the cross-reactive antigens.14
B cells can present antigens in the context of both MHC
class I and class II.15 This property of B cells ensures that it can
present idiopeptides of internally synthesized antibody by class
I pathway, the regurgitated idiopeptides by class II MHC as
well as the peptides of foreign antigens (Fig. 2). Thus, both
specific and bystander T cell help is available to interacting
Burnet and Jerne cells. The Burnet cells and their clonal
derivatives are ‘memory cells’ of the original antigen which are
not nai¨ve and not fully differentiated into plasma cells.
Antigen
Antigenic stimulation
and clonal selection
and proliferation
Idiotypic stimulation
and clonal selection
and proliferation
Naïve B cell
Burnet cell
(a) (b)
Jerme cell
Naïve B cell
Figure 1. Pictorial depiction of Burnet and Jerne cells carrying antigen
receptors that are complementary to each other.
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INITIATION OF MEMORY
The naive B cells after coming into contact with the antigen
undergo clonal selection and expansion. These clonally
expanding cells, which are midway through differentiation
and which express antibody of any isotype on their surface,
are henceforth referred to as ‘Burnet cells’. All Burnet cells,
irrespective of their antigen specificity are identical with each
other except for the immunoglobulin variable region and the
consequent idiotype on the membrane. The cells selected by the
idiotypes of the Burnet cells, carrying complementary anti-
idiotypes are termed as ‘Jerne cells’. The Jerne cells now
undergo clonal expansion and in turn can select other Burnet
cells or can ‘Burnetize’ naive B cells, that is select naive B cells
of original antigenic specificity which now undergo clonal
proliferation. Thus, due to reciprocal interactions between
Burnet cells and Jerne B cells, the proliferation of these two
types of cells can continue indefinitely initiating a dynamic
cascade of memory B cells in the lymphocyte pool (Fig. 3).
T-CELL HELP FOR JERNE–BURNET INTERACTIONS
Burnet cells and Jerne cells, being B cells, can present antigen as
well as the idiotypic determinants of the antibody molecules in
the context of class II MHC by way of internalizing the surface-
expressed antibody, degrading it and presenting it to helper
T cells with T-cell receptor (TCR) specificity for idiotypic
determinants. If one imagines a situation as shown in Fig. 4,
then the cognate T helper cell should also be able to selectively
and specifically activate the proximate anti-idiotypic B cells by
secreting paracrine cytokines such as interleukin IL-2 and
IL-4. At the same time such T cells also are activated due to
autocrine stimulation. Thus, specific help to both Jerne and
Burnet B cells in a bi-, tri- or multicellular complex is available,
triggering all interacting cells for proliferation (Fig. 4).
AFFINITY MATURATION THROUGH IDIOTYPIC
SELECTION
In a resting cell, the somatic mutation can only be introduced
during DNA repair processes or due to cytosine deamination
followed by excision of uracil and repair.16 However, if the cells
are undergoing active DNA synthesis, the introduction of
mutation is more efficient. The high affinity cells (both Burnet
and Jerne cells) enjoy the advantage for selection and
proliferation.
In the proposed mechanism, the higher the affinity of the
antibody-producing cells for the antigen or the antigen mimic,
the greater its chance of selection. In the long-living memory
cell model,17 antigen is the selector of the somatically mutated
cells whereas in the present model both Burnet and Jerne cells
B B” B””
B’ B”’ B”’”
B cells of Burnet series 
(idiotypic cells)
Progression
of memory
Antigen B cells of Jerne series
(anti-idiotypic cells)
Recognition and activation Proliferation
to tn
Figure 3. Generation of B-cell memory by idiotypic anti–idiotypic interactions and its propagation. t0 indicates initial antigenic
stimulation and tn indicates any time at which memory response is seen. Between t0 and tn both Burnet cells and Jerne cells have gone
through several rounds of proliferation.
2. Anti-idiotypic 
B cell
1. Foreign antigen
recognized
by surface Ig
4. MHC II-antigen
peptide complex
6. Id–MHC I complex
recognized by Tc cell
5. MHC I-antigenic 
peptide complex
3. Id–MHCII
presentation to Th cell
Figure 2. Multifunctional capability of B cells for free or cell-bound
antigen recognition and antigenic peptide presentation to T helper (Th)
and cytotoxic T cells (Tc) cells in contact with MHC class I and class II.
Ig, immunoglobulin; Id, idiotype.
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are selectors of high affinity Jerne and Burnet cells, respec-
tively. Affinity maturation takes place if there is selection of
high affinity cells generated by somatic mutations within the
rearranged immunoglobulin gene. It is assumed that both
Burnet and Jerne lymphocytes are in constant cycles of
proliferation and quiescence, as they receive continuous
activating stimulus provided by the receptor binding and T-
cell help through presentation of idiopeptides by B cells. This
selection of high affinity cells is a continuous process, the low
affinity cells are eliminated in the course of time and the high-
affinity cells are enriched. Thus, this mechanism represents
true affinity maturation, which is an integral property of self-
perpetuating immunological memory.
REGULATION OF CELL PROLIFERATION
The proliferation of Burnet and Jerne cells leads to the
untenable situation of uncontrolled growth of these B cell
populations, resembling malignancy-like situation. This hypo-
thesis also provides a mechanism for the regulation of the
clonally expanded B- and T-cell populations if a continuous
cascade of cell–cell interactions, activation and proliferation
were taking place saturating the available shelf space. The
following are some of the mechanisms regulating the popula-
tion of Jerne and Burnet cells.
(1) The low affinity cells, which are not idiotypically or
otherwise selected and stimulated, are destined to undergo
apoptosis after a definite life span.
(2) Burnet and Jerne cells interact with each other through
antigen–antibody (idiotypic–anti-idiotypic) reactions. The
antigen–antibody interaction involving cells can be sub-
jected to complement-mediated lysis.18 Therefore, binding
of complement to Burnet–Jerne cellular complex is likely
to destroy both cell types. This is potentially a mechanism
to bring down the cell numbers and maintain homeostasis.
(3) One of the major ways in which the population of
interacting Burnet–Jerne cells can be kept under check is
through the CTL response. The activated T cytotoxic cells
are capable of killing the B cells presenting the apparently
‘non-self’ peptides of the idiotypic determinants in the
context of MHC class I molecules and regulate the B-cell
population (Fig. 5). These B cells are capable of present-
ing the in vivo synthesized idiotypic determinants in the
context of class I MHC molecules. These idiotypic
epitopes, although self, will be treated by the immune
system as foreign, thus generating specific CTL responses.
Thus, the populations of Burnet cells and Jerne cells can be
regulated through CTL killing of these cells.
T-CELL MEMORY AS A BY-PRODUCT OF B-CELL
MEMORY
B cells can activate T cells by either MHC class I-idiotypic
peptide or MHC class II-idiotypic peptide presentation. Thus a
mechanism for T-cell memory is obvious wherein T-cell
memory is generated as and when B cells present the antigen
mimic idiopeptides (Fig. 5). Earlier work has shown that
idiopeptides can evoke both CD4+ and CD8+ T cells and exist
not only as the integral components of a bona fide antigen-
binding receptor but also as distinct molecular entities in the
processed forms on the cell surface of B lymphocytes.19–21
Two groups have shown through adoptive transfer of
CD8+ cells against lymphocytic choriomeningitis virus
(LCMV) that continuous presence of antigen is not necessary
for maintenance of CD8+ memory.2,3 However, it is not
clear from these studies whether CD8+ memory T cells were
the originally transferred cells or cells which arose from the
transferred cells through stimulation and resultant proli-
feration of these cells. LCMV-specific T-cell memory has been
reported in B-cell deficient mice.22 However, in such situations,
the presentation of the TCR idiopeptides may take over the
degenerate function of maintaining the T-cell memory for the
antigen due to the TCR idiopeptide presentation through
the MHC I and MHC II molecules present on T cells. Recently
T helper cell
Proliferation
Proliferation
Cytokine
release Specific
stimulation ?
Proliferation
B cell presentation
Id–MHC II complex
Anti-idiotypic B cell
Figure 4. Selective and specific activation of anti-idiotypic B cells by T helper cells. Besides bystander help B cells can get specific T-
cell help when Jerne cells, Burnet cells and Th cells recognizing idiopeptides of Jerne or Burnet cells are present in tri-molecular
complex as shown or as multicellular complexes involving more antigen-specifc Th cells.
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reported studies23,24 prove the generation and maintenance
of T-cell memory in MHC I- and MHC II-deficient
mice indicating that MHC-dependent interactions were
dispensable for T cell memory. However, it still does not
rule out the possibility of B–T interaction through class II
in MHC class I-deficient mice and through class I in the
MHC II-deficient mice, respectively. Besides, Ciurea et al.
have actually reported that very low levels of LCMV remain
undetected in the mice as determined by conventional methods
after infection, presenting a very low but nevertheless a
continuous source of persisting antigen.25
A regulatory mode for the expanded clonal T-cell popula-
tions is automatically foreseen by the circuits of B, T helper and
T cytotoxic T cells operating within their normal cellular life
spans and therefore should die in the absence of any activating
stimulus from idiotype-presenting B cells.
CONNECTIVITY BETWEEN B-CELL MEMORY AND
T-CELL MEMORY
The antigen-presenting ability of B cells15 confers on them the
unique property of presenting the idiopeptides through class I
as well as class II MHC molecules. Every time a B cell makes
an antibody, the idiopeptide is treated as non-self and if
presented correctly in the context of MHC I molecules, it
can generate T cytotoxic responses. This antigen presentation
can keep alive cytotoxic T-cell memory by triggering clonal
expansion of these cells (Fig. 5).
Of the T cells the T helper cells are specific for the given B-
cell populations and therefore perpetuate specific T helper
memory at every cycle of proliferating B cells producing
specific antibody. Thus, T helper memory appears to be a by-
product of B-cell memory.
However, the CTL memory may not be as straightforward.
While idiotypic–anti-idiotypic interactions are governed by
complementarity, the same may not necessarily be true for
T cells. The idiopeptides generated from antibody molecules
have to bear structural identity with the antigenic peptide. It
has been reported that immunoglobulin heavy chains have
about 60% antigen-binding capacity of that of the complete
antibody.26 It is possible that the heavy chain idiopeptides may
function as antigen mimics, which clearly needs experimental
confirmation. B cells presenting idiopeptide could generate a
CTL response, as mentioned earlier. The nature of this CTL
response is such that it could lead to the regulation of B-cell
populations. However, the idiopeptide of the antibody loaded
onto the MHC class I, if similar to the antigen-derived peptide,
will generate T-cell memory by keeping CD8+ cells at elevated
frequencies with cycles of proliferation. Recently, it has been
shown that CDR3 regions of anti antibody have a stretch of
amino acids which are similar to the antigen.27,28 It may be
noted here that CD8+ T-cell and B-cell populations will exhibit
an inverse relationship similar to a predator–prey relationship
found in an ecosystem.
DISSIMILAR DURATION OF IMMUNOLOGICAL
MEMORY FOR DIFFERENT ANTIGENS
If the phenomenon of immunological memory is to follow the
mechanisms envisaged above one may also explain how
different antigens elicit memory for different durations, as
the choice of a long-term or a short-term memory is dictated by
both the quantity and the quality of the selection pressure
arising out of the antigen load, the number of lymphocytes
participating in the primary response, and the nature of the T
and B cells selected and committed to memory. The duration of
the immune response is hypothesized to be governed by several
factors.
(1) The strength of interaction between antigen–antigen mimic
with the corresponding antibody present on the Burnet
and Jerne cells determine the duration of memory. A weak
interaction may not lead to cell selection while too strong
B cell synthesizing
immunoglobulins
Processing of endogenous & 
cell surface immunoglobulins
Proliferation
Kill
1 2 3
4
Figure 5. Regulation of B-cell populations and propagation of T-cell memory. T-cell memory is started every time Jerne cells present
idiopeptide antigen mimics to T cells. The T cell numbers go up and some of these T cells may react with original antigenic peptide
when it is encountered during an interaction. Cytotoxic T cells downregulate B-cell populations while Th cells upregulate B-cell
populations. Upregulation of the B-cell population would be followed by the upregulation of T-cell population.
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interaction may lead to failure of the cells to dissociate
and/or proliferate prior to destruction of the interacting
Jerne–Burnet complex by complement.
(2) The presentation of idiotypic peptide by B cells to T helper
cells may be qualitatively or quantitatively variable in
different B cells, therefore leading to differential cell
proliferation.
(3) The number of Jerne and Burnet cells generated can
determine how frequently the Jerne and Burnet cells come
to contact with each other to trigger cross-proliferation.
The higher the numbers, the greater is the encounter and
longer the memory.
(4) The presentation of the idiotypic determinant on class I
MHC to CTL limits or abrogates the memory response by
killing either Burnet cells, Jerne cells or both depending on
generation of CTLs. Once either Burnet or Jerne cells are
destroyed, the memory response gets aborted for the said
antigen (epitope).
DISCUSSION
It is proposed that immunological memory is maintained by the
presence of sinusoidal waves of antigen-specific antibody
expression and anti-idiotypic antibody expressing complemen-
tary B cells, which are generated by antigenic stimulus followed
by idiotypic stimulus (Fig. 6). The waves are maintained
because B cells can present antigen as well as idiotypic
determinants in the context of both MHC class I and class II
molecules which ensures their propagation by recruiting T-cell
help for proliferation and attracting CTL response for
regulation of its population. The presence of these two types
of cells postulated by Jerne’s idiotypic network hypothesis have
been amply seen, and in fact the molecular mimicry between
anti idiotypic antibody and the antigen has been demon-
strated.28 Our hypothesis can explain how in the absence of
long-living memory cells or persisting antigens, immunological
memory can be maintained. Besides, it provides a mechanism
for affinity maturation through idiotypic selection. Since it is
a dynamic mechanism, it provides a means for explaining
differential memory for different antigens. For example, if the
idiopeptides generated from the antibody and anti-antibody
are poorly presented by MHC to T cells, then this antigen is
likely to generate poor memory response even though it may be
a good antigen by itself. Likewise, if the idiopeptide presenta-
tion is skewed in favour of CD8+ T cells, the antigen may
prove to generate poor immune response. Similarly, if the
idiopeptide presentation is in favour of CD4+ T cells then
the antigen may generate good memory response even when the
antigen may be a poor immunogen. This hypothesis intends
to provide a few working principles for experimentation, which
can provide evidence for the generation, maintenance and
regulation of immunological memory.
The proposal attempts to provide a theoretical basis for the
linkage of B, T helper and T cytotoxic memory, which are
driven by the presentation of idiotypic determinants by B
lymphocytes. On a more practical level, there has been a great
emphasis in developing subunit vaccines, especially recombi-
nant vaccines for immunization. However, the theoretical basis
behind the use of the exogenous proteins as vaccines is not
understood. Particularly, one does not know how these
proteins are able to elicit good CTL responses, because these
proteins are not endogenous in nature and therefore, not
expected to be presented effectively by MHC class I molecules
to CTL.
The present hypothesis may be termed as relay hypothesis,
as the immunological memory is postulated to be carried by
relay of two types complementary B cells, referred to here as
Burnet and Jerne cells. This relay hypothesis is developed by
linking the observed facts, like the presence of complementary
idiotypic and anti-idiotypic B cells, antigen presenting ability of
B cells,15 presentation of self peptides,19 generation of self
peptides by cells through protein processing and degrada-
tion,29–31 generation of antigen mimics by anti-idiotypic B
cells27,28, etc. A cardinal feature of memory response, namely
affinity maturation, is easily explained by our relay hypothesis,
which is not explained by the long living memory cell model.
Antigenic stimulation
[Proteins, Carbohydrates, Lipids, Nucleic acids, haptens, etc.]
t
Antibody response in animals
Clonal selection and proliferation of antigen specific naïve B cells to give rise to ‘Burnet cell’ generation and presentation of 
idiopeptides by Burnet cells to CD4+ and CD8+ T cell proliferation of CD4+ and CD8+ T cells and regulation of Burnet cell population
t
Anti-antibody response in animal
Idiotypic selection and clonal proliferation of naïve anti idiotypic B cells to give rise to ‘Jerne cells’. Generation of peptido-mimics of 
antigen, thus conversion of all antigens to common coinage of peptido-mimics
t
Presentation of peptido-mimics to CD4+ and CD8+ T cells by ‘Jerne cells’
Idiotypic selection and clonal proliferation of naïve anti-idiotypic B cells to give rise to ‘Jerne cells’. Idiotypic selection of high affinity ‘Burnet
cells’ by ‘Jerne cells’. Proliferation of CD4+ and CD8+ T cells and regulation of population of Jerne cells. Elevated frequency
of anti-antigen mimic T cells resembling T-cell memory. Burnet cells carrying B-cell memory
t
Propagation of memory
Repeat of cycle, affinity maturation through idiotypic selection of high affinity Burnet and Jerne cells through succeeding generations of
propagation of memory cells
t
Memory response
Antigenic restimulation, differentiation of Burnet cells to plasma cells which produce memory B cell response, elevated frequency of 
pre-existing T cells to meet the initial antigenic challenge and expansion of T-cell population to counteract the remainder of the challenge
Figure 6. Proposed mechanism for immunological memory. Flow chart showing events involved in propagation of immunological
memory.
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The antigen held by FDC32 to provide recurrent simulation can
only be valid for some antigens but not for all antigens. The
relay hypothesis provides an intrinsic built-in mechanism to
handle all antigens, and immunological memory becomes a fait
accompli given the presence of mutually complementary B cells
(Burnet and Jerne cells), and their antigen-presenting ability.
UytdeHagg et al.9 have invoked the possible role of CD5+
B cells with anti-idiotypic specificity interacting with antigen-
specific memory B cells and maintaining the B-cell population
either through selection and proliferation of antigen-specific B
cells or maintaining them in a long-lived resting state. This
surely is a plausible mechanism of maintenance of memory.
Though the first part is evidently an accepted phenomenon,
keeping long-lived memory cells in an indefinite resting state
would require a very special mechanism. Again the population
of CD5+ cells should be quite high with very similar reper-
toire as seen for antigen-specific B cells. Our hypothesis on
the contrary does not require any special requirement for the
overall B-cell population and the relay mechanism would
provide necessary conditions for maintenance of immuno-
logical memory throughout the life span of an individual.
It is commonly observed that the duration of immuno-
logical memory is not the same for all vaccines. For some, a
single immunization is sufficient to produce life-long immu-
nity whereas for some others, revaccination at various time
intervals is required. If the memory cells are long living,
then there is no way of explaining differential duration of
immunological memory for different antigens. The memory B
cells are otherwise similar except their antigen receptors that
only differ in the complementarity-determining region. This
difference has no bearing on the life span of the cell. One of the
major postulates on which the present hypothesis is based
is that antigens are converted into their peptido-mimics in
Jerne cells. The presentation of idiopeptides by Burnet cells and
peptidic mimics by Jerne cells to T cells drives the memory
response. If the idiopeptides and the peptido-mimics are not
presented by the B cells, the B cells do not receive T-cell help,
therefore the relay terminates as these B cells do not proliferate.
Similarly if the peptidic mimics are very good epitopes for
T cytotoxic cells, the B cells will serve as targets for the CTL
and thus the memory response will be abrogated. The best
memory response therefore will be one where the presenta-
tion of peptidic mimics or idiopeptides to T helper cells and
T cytotoxic cells are well balanced, neither leading to the
excessive generation of Burnet or Jerne cells, nor leading to
their excessive killing. One may argue that the differential
duration of memory may be explained by recurrent stimulation
provided by antigens held by FDC, one will find memory
against those antigens that are retained by FDC. Though it is
quite plausible that selective memory can be brought about by
antigen depots within the FDC, it will not explain different
duration for different antigens unless one assume that FDC
hold different antigens for different durations.
Affinity maturation is a cardinal feature of memory
response. The relay hypothesis provides a mechanism for
affinity maturation through continuous selection of high-
affinity cells. The long-living memory cell model has only two
occasions for selection of high affinity cells. First, during the
primary response when antigens are still present in the system
and second when the B cells, which have become quiescent,
begin cell division during memory response, by a similar
mechanism. The selection of high affinity cells is done in these
cases by antigens.
Antigens retained by FDC can theoretically provide a
means for selection of high-affinity cells. However if FDC also
present antigen to T cells, then the antigen, in this case protein
antigen, cannot survive in FDC as they have to be converted
into peptides for presentation by MHC molecules. The high-
affinity cells thus have to depend for their proliferation on
bystander T-cell help. For these reasons we believe the relay
hypothesis provides a better explanation for affinity matura-
tion. Affinity maturation of T cells is neither foreseen nor ruled
out by relay mechanism as the T-cell response may not be the
result of selection. In any case, there is no strong evidence for
affinity maturation in literature for T cells.33
There is evidence for the requirement of B- and T-cell
interactions for memory.34 Implicit in these studies is that the
primary response can be generated in these animals but not
secondary response. This means that there is substitute for T-
cell help in the primary B-cell response in these animals. These
animals are not T-cell null animals and perhaps the residual or
substitute help available is sufficient to drive the memory
response as well, but perhaps less vigorously. The T-cell
memory in B-cell deficient animals can be explained by the
possible presence of persisting antigen, which can be presented
by professional antigen-presenting cells, and persisting antigen
can carry forward the immunological memory.
The shelf space problem is one of the factors that argues
against having long-living memory cells as carrier of immuno-
logical memory. The immune system comes in contact with
large numbers of antigens and therefore, would generate
memory cells that are many times more than the antigens. All
these have to be stored by the limited space available in the
body. One of the consequences arising out of this will be that
memory cells for antigens encountered later in life will not
be stored. This clearly is not the case as an individual can be
immunized against any antigen at any time in life. The alternate
possibility is that newer ones may replace the old memory cells.
That will mean that the earlier immunizations will be
ineffective if an individual is immunized with other antigens
later, which is not the case. Therefore, it would stand to reason
to believe that long-living memory cells are not the answers to
immunological memory. The relay hypothesis presented here
seems to suggest at first glance that two sets of cells instead of
one set of memory cells need to be stored. However, not all
memory cells for all antigens are required to be stored. Only a
small number of cells need to be retained to carry forward
immunological memory as they have been endowed with
the ability for self-sustaining reactions. Besides, many of the
antigens may not produce viable memory response, if the
idiopeptides and peptido-mimics of the antigens are not
presented to T helper cells. Thus, an outcome, according to
relay hypothesis, will be that all antigens, even if they are
immunogenic, need not generate a good memory response. A
systematic study using multiple antigens and sequential
immunizations may answer this question. The relay hypothesis
thus does not find shelf space as a real problem since memory
response is regulatable, terminable and can distinguish between
antigens as memory-genic or non-memory-genic depending on
the kind of idiopeptides and antigen mimics they generate.
Repertoire shift is a phenomenon observed in memory
response.35,36 The presence of dominant B cells of primary
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response, which are not found in the secondary response
because of repertoire shift, can be explained by the proposed
hypothesis. It is argued that the antigens that produce best
primary response are not necessarily the ones that automati-
cally generate good memory response. We have discussed
previously that these antigens which produce idiopeptides
and peptido-mimics that are presented efficiently to T cells
only carry forward the memory. During repertoire shift it is
quite possible that the dominant B cells are lost because they
produce idiopeptides which are poorly presented to T helper
cells or the Jerne cells they select have peptido-mimics that are
poorly presented to T helper cells. Thus, these dominant cells
are not carried through and are not found during memory
response. The alternate possibility that is built in the hypothesis
is that if the B cells produce idiopeptides that are very
efficiently presented to cytotoxic T cells, these cells are killed
and therefore are also not propagated.
We assume that the antigen mimics generated in Jerne cells,
and idiopeptides of Burnet cells, in spite of being self antigens,
are treated by the immune system as foreign or apparently non-
self, as the system has not encountered these antigens in the
nai¨ve state at concentrations seen after immune response. The
routine cell–cell interactions thus result in maintenance of
memory in a dynamic equilibrium. In the model proposed here
there is no need for persistent antigen or the long-living
memory lymphocytes though their presence could be an added
reinforcement of the memory response. The presence of Burnet
cells and complementary Jerne cells establish a memory-
regenerating system through the idiotypic–anti-idiotypic
interactions of their surface immunoglobulins, which is self-
perpetuating. The function of original antigen is to trigger
immunological chain reactions involving succeeding genera-
tions of complementary B cells and T cells that are stimulated
due to the presentation of idiopeptides or peptido-mimics by
Burnet and Jerne cells, respectively.
ACKNOWLEDGMENTS
One of the authors (R.N.) wishes to thank Dr N. V. Joshi of the Centre
for Ecological Sciences, Indian Institute of Science, Bangalore,
Dr Henry Boom of Case Western Reserve University, Cleveland,
OH and Dr S. Kar of Jawaharlal Nehru University, New Delhi for
valuable discussions and critical comments. S.M.K. is supported by
a fellowship from the University Grants Commission and a project
assistantship from the Department of Science and Technology,
Government of India.
REFERENCES
1 Zinkernagel RM, Bachmann MF, Kundig TM, Oehen S, Pirchet H,
Hengartner H. On immunological memory. Annu Rev Immunol
1996; 14:333–67.
2 Lau LL, Jamieson BD, Somasundaram T, Ahmed R. Cytotoxic T-
cell memory without antigen. Nature 1994; 369:648–52.
3 Hou S, Hyland L, Ryan KW, Portner A, Doherty PC. Virus-specific
CD8+ T-cell memory determined by clonal burst size. Nature 1994;
369:652–4.
4 Matzinger P. Immunology: memories are made of this? Nature
1994; 369:605–6.
5 Neuberger MS, Ehrenstein MR, Rada C, Sale J, Batista FD,
Williams G, Milstein C. Memory in the B-cell compartment:
antibody affinity maturation. Phil Trans R Soc Lond B Biol Sci
2000; 355:357–60.
6 Jondal M, Schirmbeck R, Reimann J. MHC Class I-restricted CTL
responses to exogenous antigens. Immunity 1996; 5:295–302.
7 Moody DB, Besra GS, Wilson IA, Porcelli SA. The molecular basis
of CD1-mediated presentation of lipid antigens. Immunol Rev
1999; 172:285–96.
8 Kourilsky P, Chaouat G, Rabourdin-Combe C, Claverie JM.
Working principles in the immune system implied by the ‘peptidic
self’ model. Proc Natl Acad Sci USA 1987; 84:3400–4.
9 UytdeHaag F, van der Heijden R, Osterhaus A. Maintenance of
immunological memory: a role for CD5+ B cells? Immunol Today
1991; 12:439–42.
10 Maruyama M, Lam KP, Rajewsky K. Memory B-cell persistence is
independent of persisting immunizing antigen. Nature 2000;
407:636–42.
11 Burnet FM. The clonal selection theory of Acquired Immunity. In:
The Abraham Flexner Lectures. Nashville, TN: Vanderbilt
University Press, 1959.
12 Jerne NK. Towards a network theory of the immune system. Ann
Immunol (Paris) 1974; 125:373–89.
13 Gray D, Kosco M, Stockinger B. Novel pathways of antigen
presentation for the maintenance of memory. Int Immunol 1991;
3:141–8.
14 Beverley PC. Is T-cell memory maintained by crossreactive
stimulation? Immunol Today 1990; 11:203–5.
15 Janeway CA Jr, Ron J, Katz ME. The B cell is the initiating
antigen-presenting cell in peripheral lymph nodes. J Immunol 1987;
138:1051–5.
16 Cascalho M, Wong J, Steinberg C, Wabl M. Mismatch repair co-
opted by hypermutation. Science 1998; 279:1207–10.
17 Schittek B, Rajewsky K. Maintenance of B-cell memory by long-
lived cells generated from proliferating precursors. Nature 1990;
346:749–51.
18 Caraux J, Weigle WO. Anti-idiotype antibody-dependent cell-
mediated cytotoxicity (ADCC) against idiotype-bearing cells. Cell
Immunol 1983; 78:23–32.
19 Weiss S, Bogen B. B-lymphoma cells process and present their
endogenous immunoglobulin to major histocompatibility complex-
restricted T cells. Proc Natl Acad Sci USA 1989; 86:282–6.
20 Chakrabarti D, Ghosh SK. Induction of syngeneic cytotoxic T
lymphocytes against a B cell tumor. III. MHC class I-restricted
CTL recognizes the processed form(s) of idiotype. Cell Immunol
1992; 144:455–64.
21 Ghosh SK, Chakrabarti D. Immunoregulation by processed
immunoglobulin on B-cells. Ind J Biochem Biophys 1993;
30:414–21.
22 Asano MS, Ahmed R. CD8 T cell memory in B cell-deficient mice.
J. Exp Med 1996; 183:2165–74.
23 Murali-Krishna K, Lau LL, Sambhara S, Lemonnier F, Altman J,
Ahmed R. Persistence of memory CD8 T cells in MHC class I-
deficient mice. Science 1999; 286:1377–81.
24 Swain SL, Hu H, Huston G. Class II-independent generation of
CD4 memory T cells from effectors. Science 1999; 286:1381–3.
25 Ciurea A, Klenerman P, Hunziker L, Horvath E, Odermatt B,
Ochsenbein AF, Hengartner H, Zinkernagel RM. Persistence of
lymphocytic choriomeningitis virus at very low levels in immune
mice. Proc Natl Acad Sci USA 1999; 96:11964–9.
26 Ward ES, Gussow D, Griffiths AD, Jones PT, Winter G. Binding
activities of a repertoire of single immunoglobulin variable domains
secreted from Escherichia coli. Nature 1989; 341:544–6.
27 Goldbaum FA, Velikovsky CA, Dall’Acqua W, Fossati CA, Fields
BA, Braden BC, Poljak RJ, Mariuzza RA. Characterization of anti-
anti-idiotypic antibodies that bind antigen and an anti-idiotype.
Proc Natl Acad Sci USA 1997; 94:8697–701.
28 Luo D, Qi W, Ma J, Wang YJ, Wishart D. Molecular mimicry
of human tumor antigen by heavy chain CDR3 sequence of the
anti-idiotypic antibody. J Biochem (Tokyo) 2000; 128:345–7.
394 R. Nayak et al.
# 2001 Blackwell Science Ltd, Immunology, 102, 387–395
29 Yewdell JW, Anton LC, Bennink JR. Defective ribosomal products
(DRiPs): a major source of antigenic peptides for MHC class I
molecules? J Immunol 1996; 157:1823–6.
30 Schubert U, Anton LC, Gibbs J, Norbury CC, Yewdell JW,
Bennink JR. Rapid degradation of a large fraction of newly
synthesized proteins by proteasomes. Nature 2000; 404:770–4.
31 Reits EA, Vos JC, Gromme M, Neefjes J. The major substrates for
TAP in vivo are derived from newly synthesized proteins. Nature
2000; 404:774–8.
32 Banchereau J, Steinman RM. Dendritic cells and the control of
immunity. Nature 1998; 392:245–52.
33 Sprent J. Immunological memory. The Immunologist (Suppl) 1995;
3/5–6:212–5.
34 Gray D, Siepmann K, van Essen D, Poudrier J, Wykes M,
Jainandunsing S, Bergthorsdottir S, Dullforce P. B–T lymphocyte
interactions in the generation and survival of memory cells.
Immunol Rev 1996; 150:45–61.
35 Shannon M, Mehr R. Reconciling repertoire shift with affinity
maturation: the role of deleterious mutations. J Immunol 1999;
162:3950–6.
36 Berek C, Milstein C. Mutation drift and repertoire shift in the
maturation of the immune response. Immunol Rev 1987; 96:23–41.
395Perpetuation of immunological memory
# 2001 Blackwell Science Ltd, Immunology, 102, 387–395
